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Survival Probability

Survival Probability

Spatna progn6za TNBC se v ¢ase neméni- nejhorsi OS
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Real-World Overall Survival in the ESME Cohort* by Year of Metastatic Diagnosis

0S in the Overall ESME Cohort

Log-rank P=0.3238

mOS = 37.22 months
(95% Cl: 36.30-38.04)
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Log-rank P<(0.0001
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0S in the HR+/HER2- mBC Subgroup
Log-rank P = 0.3585

mOS =42.12 months
(95% ClI: 40.90-43.10)
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Log-rank P = 0,5543

mOS = 14.52 months
(95% Cl: 13.70-15.24)
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Subgroups based on the metastatic diagnosis:
. <2008 W in 2009
in 2011 ! in 2012

W in 2010

. > 2013

* Between 2008 and 2016, no

Name HR HER2

Surv/4y

90.3%
82.7%
77.0%

Luminal A (73%)
Luminal B (11%)
HER2 enriched (4%)
Triple Negative (12%)

owlader N, Cronin KA, Kurian AW, Andridge R. Cancer Epidemiol Biomarkers Prev. 2018 Jun; 27(6)

with mTNBC

Gobbini E, et al. Eur J Cancer. 2018;96:17-24.
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Rivenbark A et al. Am J Pathol,183:1113-24, 2013
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Cancer cell-intrinsic features
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Cancer cell-extrinsic features (TME)

Immune composition

» Stromal TlLs

* CD8" Tcells

* CD8" tissue-
resident
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* Interferon signalling
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signalling

* Immune
signatures

PD-L1in

tumour cells Single-cell

RNA-seq

% « TIL/endogenous
o’ .

immune
response

Macrophagq M1

‘f‘ Fully
w\..i.: inflamed LS @

. -

sl ust
S52%" Stroma '
restricted

)
Margin
restricted

= -

Hledani relevantnich cilu- BRCA 1/2 ¢ PD-L1 e TROP2

Bianchini G, De Angelis C, Licata L, Gianni L. Treatment landscape of triple-negative breast cancer - expanded options, evolving needs. Nat Rev Clin Oncol. 2021




Jiny metastaticky tropismus TNBC

Multivariate Logistic Regression for Metastatic Sites Among Newly Diagnosed
TNBC

US (2010-2014)
Odds Ratio

HR+/HER2- breast cancer was used as the reference point (OR=1)

Brain Liver Lung
1.95 1.35 0.64
(95% Cl: 1.61, 2.35) (95% CI: 1.20, 1.51) 5% Cl: 1.21, 1.4 (95% CI: 0.59, 0.69)

Based on analyses of SEER data including = 300,000 patients with breast cancer, the brain, liver, and lung

are the most frequent sites of disease recurrence amongst patients with TNBC who experience distant
metastases

Xiao W, et al. Cancer Manag Res. 2018;10:5329-5338.
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Subgroup

Overall

HR (95% Cl) Eribulin

0.879 (0.770, 1.003)

Capecitabine

HER2 status
—9———] 0.965 (0.688, 1.355) 14.3 171
Eribulin Mesylate 1.4 mg/m?
D1,8 g21d
P ATDISTIN i 254) - 0.838 (0.715, 0.983) 15.9 135
(<2 for advanced disease)
prior anthracycline & taxane
N=1102 Capecitabine 1250 mg/m? BD
Stratified by geographical (ﬂ =548) 1 0897 (0737, 1 093) 1 82 1 68
region, HER2 status
= g 0.779 (0.635, 0.955) 14.4 10.5
Triple negative
Yes n=284 —eo—— 0.702 (0.545, 0.906) 14.4 9.4
No H®H 0.927 (0.795,1.081)  17.5 16.6
0.2 0.5 1.0 2 5
ITT population Favours Eribulin <€ > Favours Capecitabine

Twelves C et al, Breast Cancer (Auckl) 2016.

Studie 301: capecitabine vs. eribulin umTNBC




ER-, PgR-/unknown & HER2- or known BRCA1/2 m Carboplatin
Metastatic or recurrent locally advanced 90 - Docetaxel

Exclusions include:

* Adjuvant taxane in €12 months
* Previous platinum treatment

* Non-anthracyclines for MBC

80 - B Crossover P

A Priori subgroup analyses:
* BRCA1/2 mutation

Response at Cycle 3 or 6 (%)
w
o

* Basal-like subgroups (PAMS50 and IHC) 40 - e .31666
* Biomarkers of HRD “
4 ! 30 - 28.1
376 Docetaxel (D) 20 -
100mg/m? q3w, 6 cycles
T 10 -
On progression, m- On progression, 0
if riat if i E
crossover i ‘approp e crossover If appropriate €D DSC BRCA1/2 No BRCA1/2
Docetaxel (D) \\‘\&\\.\“.\‘N\ (n=376) Crossover* Mutation Mutation
100mg/m? q3w, 6 cycles \\J@;{:\}&ﬁi‘\}}:&\\ (All pts; n = 182) (n=43) (n=273)

*Excludes those with no first progression or not starting crosso

Tutt A et al, Nature Med 2018

Karboplatina vs docetaxel u TNBC s gBRCA1/2 mut




gBRCA
MTNBC

PARP
inhibitors

UTIA

Pts with HER2-negative MBC with deleterious or
suspected deleterious gBRCA mutation; previous
anthracycline and taxane, < 2 previous lines of CT* for

metastatic disease; if HR+, not suitable for ET or
O LYM P | AD progressed on 2 1 ET, no PD from prior platinum 212 m
since (neo)ad)
(N=302)

Pts with HER2-negative LABC or MBC with deleterious or
suspected deleterious gBRCA mutation; previous

E M B RAC A anthracycline and taxane, < 3 previous lines of CT* for

metastatic disease
stratified by previous lines of CT* 0 or >1 if Hx CNS met or

not

2:1

7\

Olaparib 300 mg PO BID

(n=205)

CTf on 28-d cycles
(n=97)

Talazoparib 1 mg PO OD
(n=287)

CT = Chemotherapy of physician's choice (Gemcitabine or Vinorelbine or Eribulin or Capecitabine) **no gemcitabine in OlympiAD**




OlympiAD: PFS by BICR (Primary Endpoint)

Robson et al. NEJM 2017
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Median PFS, Mos
—Olaparib 7.0
- 0t 42

HR: 0.58 (95% C1: 0.43-0.80;
P<.001)

10
00

Olaparlb Chemotherapy
300 mg bd v

Events (%) 163(79.5) (132
Median PFS, months 10 42

HR 0,58 95% C1 0,43 to 0.80; P=0,0009

EMBRACA: PFS by BICR (Primary Endpoint)

* Median follow-up time: 11.2 mos

PFS Outcome I?m';;b S‘(‘n“fmr
100 P events, % 186 (65) B3(58)
) Median FS, mos 95K C) 86(1293) $6(4267)
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-~ 50.
- 50
£
0
0 Talazoparib
" Standard therapy
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Litton. NEJM. 2018:379:753



Srovnani
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% TNBC vs HR+

Median prior ctx
lines for M+
% 1LmBC

Prior Platinum
ECOGPS D

mDOR

Median time on
treatment

ORR (BICR)
ORR (INV)

0S

Olaparib Talazoparib
OlympiaD (n=205) EMBRACA (n=287)
TNBC: 50% TNBC:46%
HR+: 50% HR+:54%
na TBD
29% 38%

29% 18%

12% 55%

7.0mvs. 4.2m
HR=0.58 (0.43-0.80)

p<0.001

6.4mvs. 7.1m (BICR)

8.3m (7.6m with tx interruption)

59.9% vs. 28.8%
57.6% vs. 22.2%

46% maturity
19.3m vs, 19.6m

HR=0.90 (0.63-1.29)

p=0.57

8.6m vs 5.6m

HR: 0.54 (95% C: 0.41, 0.71)

p<0.0001

5.4myvs. 3.1m (INV)

6.1mvs. 3.9m

NA
62.6% vs. 27.2%

38% maturity
22.3mvs. 19.5m
HR=0.762

p=0.105

ORR =60%



Olaparib Talazoparib

OlympiaD (n=205) EMBRACA (n=28T7)
Grade 23 AEs 36.6% 55% (heme) /32% (non-heme)
Dose interruption 35%
Dose reduction 25%
AE leading to discontinuation 4.9% (vs. 7.7%) 7.7% (vs. 9.5%)
SAEs 15.6% (vs. 16.6%) 31.8% (vs. 29.4%)
AEs all Gr Gra3 all Gr Grz3
Anemia 40% 16% 52.8% 39.2%
Neutropenia 27% 9% 34.6% 20.9%
7 . Thrombocytopenia 6.8% 1.5% 26.9% 14.7%
Srovnani —— 55% ox 45.6% 03%
v - Vomiting 30% 0% 24.8% 2.4%
b e Z p e c n 0 St I Diarrhoea 20.5% 0.5% 22% 0.7%
Liver Enzymes (AST/ALT) 9% / 11% 0% / 2% - -
Hypertension 0.5% - -
MDS/AML - 0% -
Fatigue 29% 2.9% 50.3% 1.7%
Alopecia 2.9% 25.2% -
Headache 20% 32.5% 1.7%
Constipation 12.2% 22% 0.3%
Decreased appetite 16.1% 21.3% 0.3%
Back pain 11.7% 1.5% 21% 2.4%

Dyspnea 7.8% 1.0% 17% 2.4%




1. Mutacni naloz

Proc 3. PDL1+

Imunoterapie
umTNBC?

1. Wang, et al. Nature 2014; 2. The Cancer Genome Atlas Network, Nature 2012; 3. Lehmann, et al. J Clin Invest 2011; 4. Cimino-Matthews, et al. Hum Pathol 2013
5. Loi, et al. Ann Oncol 2014; 6. Chen and Mellman. Immunity 2013; 7. Mittendorf, et al. Cancer Immunol Res 2014; 8. Savas P, et al. Nat Rev Clin Oncol 2016
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Key eligibility criteria
Histologically documented metastatic or
inoperable, locally advanced TNBC

No prior therapy for advanced TNBC?

~ Prior chemotherapy including taxanes allowed in
curative setting if treatment-free interval 2 12 mo

ECOG PS 0-1
Eligible for taxane monotherapy

 Tumour tissue for PD-L1 testing

\

\

N=902) y
.
Stratification factors
» Liver metastases (yes vs no)
+ Prior taxanes (yes vs no)
5 PD-L1 status (positive vs negative)? )

R

Atezolizumah®

+ nab-paclitaxel’ |

p Treatment until

11 |Double-biind _, Progression or

: unacceptable
toxicity

Placebo + nab-paclitaxel®

Co-primary endpoints:
» PFS?and OS (hierarchically tested in ITT and
PD-L1 IC+ populations)

8PDAL1 IC 2 1% vs < 1% per VENTANA SP142 assay. ® 840 mg IV on days 1 and 15 (28-day cycle), ~ Schmid etal NEJM 2018
100 mg/m? V on days 1, 8 and 15 (28-day cycle). ¢Per RECIST 1.1. Emens LA. ESMO 2020



1004 PD-L1 IC+ population
- A+nP (n=185) P+nP (n = 184)
af b OSevents,n(%) 120 (65) 139 (76)
Placebo :
_— Stratified HR :
g0 a5 C) 0,67 (053, 0.86)
2} 60
3
5 3.year 0S: 36%
- - . 0
OSuPD-L1 95 4-
0
IC+ populace J
20{ Median OS (35% CI): |
17.9mo 254 mo .
i 136,203 (196,307 |*YearO:2Zh
0- ' |

| 1 I ) I ) ) ! ) L\l ! ) I I L\l L 1 |

0 3 6 9 1215 18 21 24 27 3 33 36 39 4 45 4 5 5
Time (months)

Emens LA. Annals of Oncology 2021



/- Metastatic or unresectable locally 1
advanced TNBC Atezolizumab 840 mg d1 & 15+
* No prior chemotherapy or targeted paclitaxel 90 mg/m?d1, 8 & 15
therapy for advanced TNBC :
« Previous 8BC freatment compleled 8-10 mg dexamethasone or equivalent for at least
, P , the first 2 infusions, cycles repeated q28d
212 months before randomisation
+ Taxane eligible 2:1 Placebo d1 & 15+
* Measurable disease paclitaxel 90 mg/m? d1, 8 & 15
\’ ECOG PS 0/1 y,
i "™ o Undated 08
ngess : , : EW b
RED™"  Primary analysis: PFS inthe PD-L1+ populato + Decuof f9g 20
1 Events in 61% of patients (data cut-of:. 15 Nov 2019
Impassion 131 < | i R
i — Placebo + PAC (1<101) "W "
0 — Nezolaumab  PAC (n=191) W ”’ 0
80 Z 14 | E N+
gn Statfed HR = 082,05% 1080-4.2) Y \ { i
2 0 Logprank p=0.20 g sowStrraiurr'deiR‘- '7127 b i so;VStraruﬁeu HR‘H
3 " g ::]gs%cmm_ssy " g :"(%%cloaz-«.kz.
H |
N4 — R
X { 2w "
Y 104 04
0- 160 L%W» R AL : (6401192008 SN CIIAINE) ) (5% CI1BA-228) (668 11028
1 wnoseg | emasery SERREXIERIIE SIRRTITRITIIE
0 , | r y (T Time {months) Tl Time months)

Miles et al. Annals of Oncology 2021



Key Eligibility Criteria

+ Age 218 years

+ Central determination of TNBC and
PD-L1 expression®

* Previously untreated locally recurrent
inoperable or metastatic TNBC Progressive

Pembrolizumab® + Chemotherapy

+ De novo metastasis or completion of
treatment with curative intent 26 months
prior to first disease recurrence

» ECOG performance status 0 or 1

+ Life expectancy 212 weeks from Placebo? + Chemotherapy®
randomization

+ Adequate organ function
+ No systemic steroids

o Stratification Factors:

: Eﬂ ZE{:EE Sﬂznmff;zzase + Chemotherapy on study (taxane or gemcitabine-carboplatin)

* PD-L1 tumor expression (CPS 21 or CPS <1

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes or no)

disease®/cessation
of study therapy

KEYNOTE 355




Finalni data
PFS

C.Cortes.
SABCS 2021

PD-L1 CPS 210

HR
nN Events (35%Cl)

PD-L1 CPS 21

HR
NN Events (35%Cl)

Pembro + Chemo  144/220  65.5% 0.66
(0.50-0.88)
Placebo + Chemo 811103  78.6%

39.1%
23.0%

9.7 months
5.6 months

[
036 9121518201242730333639424548 5154

Time, months
No. at risk

WH29563 5244280 URT19136000
10380 40 3018151211 1110 8 8 6 4 4 31 00
Data cutoff: June 15, 2021,

Pembro + Chemo  299/425  70.4% 0.75

ITT

HR
WN  Events (95%Cl)

Pembro+Chemo  406/566  71.7% 0.82

(0.620.91) (0.70-0.98)
Placebo + Chemo 1661211 78.7% Placebo + Chemo  217/281 77.2%
100 100
11 3w 011 20.3%
80 19.4% 8- 20.8%
| |
- | - |
0 I L I
i I |
i! 50 | * 60' I
6 5- . 7.6 months 4 - S 1.5 months
t 5.6 months t 5.6 months
404 40
30+ 30+
20+ 2~
| |
- | o |
10 | 10 |
0 Ellllllllllllll 0 lllllllllllllll

L
036 911518042730333%39424548515
Time, months
No. at risk

53152001294 7260 56 48 M4 41 382 4176 0 0 0
B NN 7T UUR21010T7 553100

LI
036 911BBAUTNBBNLLEHL5H

Time, months
No. at risk

56640826018311684 T0 63 S1 4T M4 41 3526176 0 0 0
WAUBGE 00800715151 874200



Celkove
preziti,
zaverecnha

analyza

C-Cortes.
SABCS 2021

PD-L1 CPS 210

HR  Pvalue
nN  Events (95%CI) (one-sided)

Pembro+Chemo 155220 705% 073 0.0093¢

(0.55-0.95)
Placebo+ Chemo 84/103 81.6%

100
901

23.0 months &

PD-L1 CPS 21

HR  Pevalue
nN Events (35%CI) (one-sided)

Pembro+Chemo 336425 79.4% 086  0.0563°

(0.72:4.04)
Placebo+ Chemo 177/211 83.9%
1o 48.4%
90 41.4%
80 :
701 :
60 1 :

17.6 months

o . 6months § X777 16.0 months
401 | 401 |
0 | - :
0 | 2- |
| |
104 [ 101 [
| |

c ll:llllllllllil 0 ll:lllll']lll]l

Time, months
No. at risk
2020419317115413012711610591 84 78 73 59 43 31 17 2 0

1039891 7766954630 35025221128 62 0

[
036 9121518212427303336394245485154

0 5 Ei é121518212427303336394245485154
Time, months
No. at risk
425406365308 271236204 175159 137120108 99 80 60 38 21 3 0

21200187163133110 87 71 62 4 47 40 39 30 21 1510 2 0

ITT

HR
nN  Events (36%Cl)

Pembro+Chemo 460/566 81.3% 0.9

0.76-1.05)¢
Placebo+ Chemo 238281 84.7% | )

10 47.8%

41.8%

101

60.
32-50. __________________ 17.2 months
8 15.5 months

e .
R :
01 :

|
101 |

|
ollllllllllllllllll
0036 9121518202427 303 3% 3942 45 48 51 54

Time, months
No. at risk
56653948641536330026922620017415313712494 69 42 22 4 0

28126724620917414411797 85 73 62 54 5038251812 3 0

"Prespecified P-value boundary of 0.0113 met. *Prespecified P-value boundary of 0.0172 not met. “Statistical significance not tested due to the prespecified hierarchical testing strategy.
Hazard ratio (C) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff: June 15, 2021.



Pembro+  Placeho +

100 » Grade Chemo Chemo
12 2 All Treatment-Related ~ (N=562) (N =281)
90 Pembro + Chemo l l Any grade 96.3% 95.0%
B 1 placebo +Chemo [lff [ Grade 35 66.1%  66.9%
70 - Serious 17.8% 12.1%
v & Led to death 0.4%? 0.0%
~ 60
BezpecnOSt 8 0 Led to discontinuation 18.3% 11.0%
C 504 49 of any drug
T . 3
0 40 - :
£ 334 335
286 299
30 - 2.3
C.Cortes .
SABCS 2021 0.
I o \
D A\ 'b "0 2 R\ LN
{(\\ ) o 00\ 'QQ 6{\ \ A
o N \ o & Y
‘\0

Treatment-Related AEs with Incidence 220% in Either Treatment Group

# patient from acute kidnev iniurv and 1 patient from pneumonia. Data cutoff: June 15. 2021.
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Grade
12 23 All Immune-Mediated
15.8 Pembro + Chemo ' l Any grade
Placebo + Chemo l l Grade 3-5
Serious
Led to death
Led to discontinuation
of any drug

Pembro +
Chemo
(N = 562)

26.5%
5.3%
3.4%
0.0%
2.8%

Immune-Mediated AEs with Incidence 210 Patients in Either Treatment Group?

Placebo +
Chemo
(N =281)

6.4%
0.0%
0.0%
0.0%
0.0%



- Vysledky podporuji PD-L1 CPS =10 jako hranicni
hodnotu pro pacienty s metastatickym TNBC, u nichz
se oCekava prospéch z lecby pembrolizumabem +
chemoterapii

- Statisticky vyznamné zlepseni PFS a OS pri podavani

Pembrolizumab pembrolizumabu + chemoterapie vs. chemoterapie
samotna

MTNBC-

- Bezpecnostni profil kombinace byl podobny jako u

KEYNOTE-355 kazdého rezimu jednotlivé

- Kombinovana lécba pembrolizumab + chemoterapie by
méela byt povazovana za novy standard péce pro leécbu
pacientU s lokalné recidivujicim neresekabilnim nebo
metastatickym TNBC s PD-L1-pozitivnimi tumory a
CPS 210

SABCS 2021 C.Cortes



Sacituzumab govitecan

Trop-2 je exprimovan ve vSech podtypech karcinomu prsu
a souvisi se Spatnou prognozousi,2

® SG se lisi od ostatnich ADC

Protilatka vysoce specificka pro Trop-2- s vysokym
pomerem leku a protilatky

Internalizace a enzymaticke stépeni v nadorove bunce
neni nutné pro uvolnéni SN-38 z protilatky-

Hydrolyza linkeru také uvolnuje SN-38 extracelularné v
nadorovem mikroprostredi

Linker for SN-38

Humanized
* Hydrolyzable linker for

anti-Trop-2
payload release antibody
* High drug-to-antibody « Directed toward
ratio (7.6:1)° Trop-2, an
epithelial
antigen
expressed on
many solid
cancers

SN-38 payload

* SN-38 more
potent than
parent
compound,
irinotecan



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Sacituzumab Govitecan in Metastatic
Triple-Negative Breast Cancer

u ' 4
StUdIe faze 3 A. Bardia, S.A. Hurvitz, S.M. Tolaney, D. Loirat, K. Punie, M. Oliveira, A. Brufsky,
S.D. Sardesai, K. Kalinsky, A.B. Zelnak, R. Weaver, T. Traina, F. Dalenc, P. Aftimos,
F. Lynce, S. Diab, J. Cortés, ). O'Shaughnessy, V. Diéras, C. Ferrario, P. Schmid,
ASCENT L.A. Carey, L. Gianni, M.J. Piccart, S. Loibl, D.M. Goldenberg, Q. Hong, M.S. Olivo,
L.M. Itri, and H.S. Rugo, for the ASCENT Clinical Trial Investigators®
Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mglkg IV orima
22 chemotherapies for days 148, ev_ery 21-day cycle Continue . ppg
advanced disease (n=261) veamentuntl | o4
- . progression or y
o y [no upper limit; 1 of the required L ‘ unacceptable * PFS for the full
ASCENT byl predcasné prior regimens could be Treatment of Physician’s Choice toxicity population?
. -~ *
zastaven kvOli presvédeivym [gpesesi ccomi i - W(TF;C) B + 08, ORR,
®lear O (18 -month period after eribulin/vino/gem or cape DOR, TTR,
dUkazim ucinnost completion of (neo)adjuvant (n=262) safety
therapy)]
N=520 Stratification factors
*  Number of prior chemotherapies (2-3 vs >3) Data cutoff

+ Geographic region (North America vs Europe)
+ Presence/absence of known brain metastases (yes/no)



$G (n=235) | TPC (n=283) SG (n=235) | TPC (n=233)
Female—no. (%) 233(99) 233 (100) | Previous anticancer roglmensf 4(2-17) 4(2-14)
54 (29-82) 53 (27-81) —median no. (rango)

Median age—yr (range)
Race or ethnic group—no. (%) Most common previous chemotherapy—no. (%)
White 188 (80) 181 (78)
Taxane? 235(100) 233 (100)
Black 28 (12) 28(12)
il 9(4) 9(4) Anthracycline® 191(81) 193 (83)
Other or not specified 10(4) 15(6) Cyclophosphamide 192(82) 192 (82)
. ECOG PS—no. (%) Carboplatin 147 (63) 160 (69)
Demografie a o e
Capecitabine 147 (63) 159 (68)
" n 1 127 (54) 135 (58)
p acle ntl BRCA 1/2 mutational status—no. (%) Previous PARP inhibitor—no. (%) 17(7) 18(8)
Previous use of checkpoint inhibitors—no. (%) 67 (29) 60 (26)
Positive 16(7) 18(8)
Negative 133 (57) 125 (54) Most common sites of disease"—no. (%)
Unknown 86 (37) %0 (39) Lung only 108 (46) o7 (42)
TNBC at initial diagnosis* Lo 98 (42) 101 (43)
Yes 165 (70) 157 (67) Bone 48 (20) 55 (24)
No 70 (30) 76 (33)

Bardia A et al. NEJM 2021




Progression-Free Survival (BICR Analysis)

100
BICR Analysis $6 (n=235) | TP (n=33)
80 No. of events 166 150
2 | MedianPFS—mo 5% C)  56(4363)  17(1525) .
g & k HR (95% CIj, Pvalue 041 (032-0.52). P<0.0001 - months beneﬂt
: median PFS
3 40
2
4
-8
2
0 .
0 3 6 g 12 15 18 2 Pl
Time (menths) . 9
Number of patients at risk -
SG 20522166 10 127N 81 B S T B A2 B398 8531 C Overall Survival
e 2 1 1 i $6(n=235) | TPC(n=223)
Prney endpon (P8 asieseed byndpe No. of events 15% 185
Bewndan endpan! (P15 )asesed n he |
5, b oo cem e 14 04 9 Median 0S—mo (6% C)) 12.1(107-140) 6.7(5877)
z “‘5 HR (95% CI), P-value 0.48 (0.38-0.59), P<0.0001
g €01 \\'1,
. \
t5.5 months benefit P
median 05 | o e
- TPC x\_‘""’”‘-ﬁ__k_
+ Censored
Vi

ongress
Assenasd by doguinie ot radev b B i Sastons Anp i hepuiden
OF vandl v 10 stz govce TPC eanand o phywiw & ihoxe

BardiaAet al. NEJM 2021



SG (n=258) | TPC (n=224)

TRAE* Aligrade%  Grade3,% Grade4,%  Allgrade,%  Grade3,%  Graded,%
Neutropenia’ 6 17 a3 27 13
Anemia’ 34 8 0 24 5 0
Hematologic
Leukopenia® 16 10 1 11 5 1
Febrile neutropenia 6 5 1 2 2 <1
A\ A 4 4
Nezadouci Diarrhea 59 10 0 12 <t 0
oo Gastrointestinal Nausea 57 2 < 26 <1 0
U C l n Vv Vomiting 29 1 <1 10 <1 0
. . Fatigue 45 3 0 30 5 0
Other
souvislosti s ek & ¢ B @ @
7r v
I eC b oOuU -T R A E S +  Key grade 23 TRAES (SG vs TPC): neutropenia (51% vs 33%), diarhea (10% vs <1%), leukopenia (10% vs 5%), anemia (8% vs 5%), and

febrile neutropenia (6% vs 2%)
. - G-CSF usage was 49% in the SG arm vs 23% in the TPC arm
- Dose reductions due to TRAEs were similar (22% SG vs 26% TPC) 36
*+  No severe cardiovascular toxicity, no grade >2 neuropathy or grade >3 interstitial lung disease with SG
*  No treatment-related deaths with SG; 1 treatment-related death (neutropenic sepsis) with TPC
*  AEs leading to treatment discontinuation were low for SG and TPC: 4.7% and 5.4%
Patients received a median of 7 treatment cycles of SG, with a median treatment duration of 4.4 months (range, 0.03-22.9)

Bardia A et al. NEJM 2021



TROPION-PanTumor01: Studie faze | s Datopotamabem Deruxtecanem
u mTNBC a jinych metastatickych solidnich tumoru

= multikohortni studie faze I, eskalace davky a expanze; TNBC kohorta 44 pac.

= Dato-DXd: novy ADC zacileny na TROP2 + inhibitor topoizomerazy |

T =  Primary objectives
Adult patients (218 yr US,

— bezpecnost

220 yr Japan) with TNBC Cohort
relapsed/refractory Dato-DXd 8 mg/kg IV Q3W (n = 2) — Tolerabilita
advanced/metastatic solid or 6 mg/kg IV Q3W (n =42)
tumors; unselected for = Secondary objectives
— ucine

PS 0/1; stable, treated

brain metastases allowed - I | Other Tumor Types C.nhnrl: — PK
(including SCLC, bladder, gastric, esophageal)

— Protilatky proti leku

= Median sledovani pro kohortu TNBC: 7,6 mésice (rozsah: 4—
13)

Krop. SABCS 2021. Abstr G51-05.
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» Planovana studie faze lll v TNBC

Krop. SABCS 2021. Abstr GS1-05.



Soucasny
lecebny
algoritmus
MTNBC

Dle ESMO
Guidlines 2021

*CHT-
taxane/platinum/eribulin/capecita
bine/adriamycin/navelbine/CMF

Biomarkery

1.linie

2.linie

3.linie

pozitivni

PD-La1+ (SP142 or 22C3)
gBRCA+

PD-La +: nab-paclitaxel +
atezolizumab, gem/carbo +
pembrolizumab

gBRCA+: PARP inhibitor.
platinova CHT

Pokud oba +, neni evidence
co je lepsi

gBRCA+ : PARP inhibitor
nebo platinova CHT(pokud
nebyla v 1,linii)

*CHT, Sacituzumab
govitecan

Sacituzumab govitecan
*CHT

TMB high, MSI- H: mono pembrolizumab
NTRK fusion: Larotrectinib/entrectinib

negativni

PD-L1- (SP142 or 22C3)
gBRCA-

Klinické studie

NGS

PDL1 — nebo gBRCA-
chemotherapie — *CHT
(chemotherapie+
bevacizumab)

gBRCA-: *CHT

Sacituzumab govitecan

Sacituzumab govitecan
*CHT

TMB high, MSI- H: mono pembrolizumab
NTRK fusion: Larotrectinib/entrectinib



Prihlasky :
sverakova.marcela@seznam.cz

) Spoluprace Projektu 35, ktery projekt zastresuje, Onkologické
Ing kliniky VFN + 1.LF, 3.interni kliniky VFN a 1.LF UK, Ustavu
télovychovného lékarstvi 1.LF UK a pacientskych organizaci

KONDICI P
N A Zarazeni 30 nemocnych s metastatickym karcinomem prsu, se
RA KOV I N E E stabilizaci nemoci, PSo, s doporucenim oSetrujiciho onkologa,

nejradéji z Prahy a okoli.

X
) * 4 mésicni program pod prisnou kontrolou lékare od 3/22

/ S cilem aktivné zapojit nemocné do zlepSovani celkového stavu,
« ” zlepseni kvality Zivota, zlepSeni psychické kondice a trebaii

prodlouzeni zivota.




